Background. Inappropriate IV vancomycin prescribing for febrile neutropenia (FN) is an excellent stewardship target given well-established guidelines specifying indications for its use. As a supplement to an educational initiative with institutional FN guidelines, we conducted methicillin-resistant Staphylococcus aureus (MRSA) colonization screening to estimate its prevalence on our hematology/oncology unit. We hypothesize that MRSA prevalence data can augment existing stewardship efforts to improve IV vancomycin use in FN.
Methods.
(1) Pre-intervention: we conducted a retrospective chart review of vancomycin receipt for FN on a 32-bed Hematology/Oncology unit, November 2015-May 2016 (control group). (2) Intervention: in January 2017, we implemented an institutional FN guideline with recurring education to hematology/oncology providers emphasizing criteria for appropriate vancomycin initiation. Vancomycin audit was again conducted from February 2017-October 2017 (intervention group). The primary outcome was appropriateness of vancomycin use per guideline indications (chisquared analysis). Use was considered inappropriate if no guideline indications were met. (3) MRSA screening: cultures were obtained from the nares, axilla and groin on admission and bimonthly for 6 weeks and plated on CHROMagar. Screened patients were followed for 5 months for the occurrence of clinical MRSA infection.
Results. Forty-three of 88 controls were started on vancomycin appropriately vs. 60 of 91 intervention group patients (49% vs. 66%, P = 0.02). Results of MRSA screening and follow-up for invasive infection are shown in Table 1 .
Conclusion.
Recurring, guideline-focused education can improve appropriateness of vancomycin for FN. High NPV in our study supports the hypothesis that MRSA screening can augment stewardship efforts to reduce vancomycin use when not indicated.
Disclosures. Background. Following solid-organ transplantation (SOT), the optimal dose of primary (val)ganciclovir (v(gcv)) prophylaxis against CMV infection is debated, and breakthrough infection and treatment-limiting side effects are frequently seen. Rates and risk factors for CMV prophylaxis breakthrough and premature cessation of prophylaxis for other reasons were investigated in a large cohort of consecutive SOTs.
Methods. SOT recipients transplanted (tx) between 2012 and 2016 at Rigshospitalet, and who were initiated on primary prophylaxis ≤14 days post-tx were followed from this time until 90 (±7) days post-tx. A prophylaxis score for each patient/day was calculated during the follow-up time (FUT) (score of 100 corresponding to the manufacturers' recommended dose for a given eGFR; Figure 1 ). Prophylaxis breakthrough was defined as PCR verified CMV DNA positivity in plasma or BAL (i.e., infection) and premature stop of prophylaxis as >7 days with a score of 0. Time to event and hazard ratios (HR) were estimated with Cox models after adjustment for relevant risk factors.
Results. Of 585 SOTs (311 kidney, 117 liver, 106 lung, 51 heart) included, 41 (7%, 95% CI 4.9-9.1%) experienced CMV prophylaxis breakthrough (9/41 [22%, 9.2-34.6%] developed viral resistance to (v)gcv) and 33/585 (5.6%, 3.7-7.5%) ceased prophylaxis for other reasons during the first 90 days after tx. After adjustment for tx type, CMV IgG D+/R− mismatch and increasing % of FUT with a prophylaxis score <90 were associated with increased risk of breakthrough .54] P < 0.001 and HR 1.15 [1.04-1.27] P = 0.007/10% longer FUT w/ score < 90 respectively, Figure 2 ) whereas tx type was not. The main risk factor for stopping prophylaxis for reasons other than breakthrough was lung tx (22.9%, HR 13.4 (vs. kidney SOT) [5.4-33.4 ]), mainly due to liver or myelotoxicity.
Conclusion. SOTs receiving (v)gcv primary prophylaxis doses below the manufacturers' recommended doses according to latest eGFR were at an increased risk of CMV prophylaxis breakthrough, particularly in case of CMV IgG D+/R− mismatch, while 23% of lung tx recipients stopped prophylaxis mainly due to toxicity. Our findings indicate the need to dose adjust (v)gcv according to latest eGFR and preferably use novel, less toxic agents.
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